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AiviENpjyn !^ ts To The Specification : 

Aim «d the paragraphs appearing at page 12, lines 4-32, as follows: 

Kx;i triple 1 

Di^olutw* )) f (irospircnonc 1 /mm tabfats 

l"h "ate of dissolution of drospircnone from the tablets prepared in Example 1 was is 
determine*: 1 y the USP XXII] Paddle Method ustng a USP Dissolution Test Apparatus 2 
including f\< ovcrcd glass vessels and 0 paddles Tablets were arc placed in 900 ml water at a 
tcmperaturt jf 37°C f± 0.5°C) and stirred at 50 rptti. 

The * ssutts appear from Ftgs. 1 . 2 a nd h 2 and 3 . From Fig. 1. it appears that the batch 
numbered v;: containing macrocrystalline drospircnone (but otherwise identical to the tablets 
prepared in F xample 1 ) e xhibited exhibits an extremely slow dissolution rate of drospiretione, 
whereas all Pitches containing rnicronized drospiretione exhibited exhibit a dissolution rate of 
more Ulan ~ J V* within 30 minutes 

R<r 2 and Fig. A r . hows Fig. 3 show the results of dissolution of drospircnone from tablet 
cores and fi'vi-coatcd tablets, respectively. In both cases more than 70% of the active agent is 
dissolved v\ t -tin 30 minutes. Thus, the film coating *hd docs not significantly influence the rate 
of dissolutitt" 

Example 3 

Drssolution etc of cthwylesiradfof from tablets in vitro 
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The i ic of dissolution of ethinyl estradiol from tablets prepared as described in Example 
I was is del ^ mined according to the USP Paddle Method as described in Example 2 for 
drospircnor- The results appear from Figs. 3 Vizs. 4 and 5 showing the dissolution rates from 
tablet cores "id ntni-eoatcd tablets, respectively fn both cases, more than 70% of the active 
a^etit w^ts i_£ c issolvcd within 30 mimitcs. Thus, the film coating 4i4 does not significantly 
influence th- ate of dissolution. 

Am* id the paragraphs at page 13„ lines 26-34, as follows: 

Example 5 

Cnntracepn. c efficocv of formulations containing drospir&tortc and ethinyl estradiol 

An c-vn-label. randomized trial with 52 female volunteers aged 20-35 years whose 

informed c<v\* ent had bco ft is obtained include d includes 1 pre-tfeatment cycle. 3 treatment 

cycles with ? different tat^et tablets containing 2 fflg and 3 nig drospircnone. respectively, but. 

otherwise cv -responding to the tablets prepared in Example 1 , and a fo1low-up phase. A wash-out 

phase of I i-p -) ith pi^eeeded tirecertes the treatment 

At dc i>ncd time points, selected central and peripheral parameters were are investigated. 

U I. PSH. 1 V » -estradiol, progesterone, ccrvicsl score, "sptnnbarkeU". fern phenomenon. Ovarian 

function ™^ L . checked by ultrasound In addition, 5HBG. CBG, prolactins total testosterone. 

androstencd-'^tc DHEA-S and selected metabolic parameters (serum glucose, triglycerides. 

cholesterol. 1 i : >L. LDL) we*e are examined. Blood pressure, heart rate, body weight and cycle 

control ere \c documented. 

The i : ■<■ ults of the study showed show that both LH and FSH were are clearly suppressed 
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with both t: -i 1 preparations Accordingly, the secretion of estradiol and progesterone we*e arc 
greatly redt c -d over nil three treatment cycles with the exception of 3 volunteers receiving the 2 

drospin. :^nc preparation. This result wa& is, in principle, confirmed by the accompanying 
ultrasound < < utnmataons. Follicular ripening occurred occurs in several cases with both trial 
preparation . Although three ovulations were are diagnosed with the preparation containing 2 mg 
drospircnoi (one of which was described as "equivocal" and the other as a "tablet-taking error*'), 
no differences were are demonstrable statistically (p > 0 05) between the two trial preparations as 
regards the Sormoncs LH. FSH. estradiol and progesterone, and the parameter "ovulation during 
the trcatma t cycles". In keeping with the hormones, cervical function was is greatly limited and 
the "spirnib-- K-cit" and crystallisabihty of the cervical mucus was is greatly reduced with both 
thai prcpar-^ons. Prolactin i ncreas e d increases minimally and SHBG and C8G distinctly with 
both preparrt ons Triglycerides and HDL levels incr e as e d increases with both trial preparations, 
while t DL wvcls deefeesed d ecrease . Total cholesterol was is largely unchanged in both 
treatment g > Jps Oral glucose tolerance remain e d remains virtually unchanged or was is slightly 
decreased c -tosterone. androstencdione and DHEA-S decreas e d decrease minimally. 

The objective and objective tolerance was is good with both treatments. This was is also 
the case for — -de control whh the exception of the first cycle ^ith 2 mg drospirenone. Blood 
pressure, he -m t rate and body weight remained remain constant in the majority of cases or s how e d 
show a slight tendency to decrease. 

Aftc hrcc months' treatment U was i£ concluded: ; 

The v o trial preparations were arc equally good as regards the subjective and objective 
tolerance 
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No vjgative metabolic effects **e*e are observed with either preparation. HDL is 
influenced o isitively in the sense of an increase. 

Th< tesults confirmed eonfirrn the results of earlier studies that the 2 mg drosptrenone 
preparation is in the threshold region of ovulation inhibition, whereas the 3 mg drospircnonc 
prcparalioi ■ i ad has a demonstrable ovutation-inhtbiting effect m all cases examined. 
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